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| . | nt roducti on

At the neeting of the Oncol ogic Drugs Advisory Conmttee (ODAC)
on the afternoon of Decenber 14, 2000 we will| discuss single
patient use of investigational cancer drugs®, also called single
patient INDs (Investigational New Drug Application), special
exception use and sonetines referred to outside of FDA as
conpassi onate use. Single patient use generally refers to
treatnment use of an investigational drug for an individua
patient that is not part of the overall devel opnent. Single
pati ent use may be requested by a comrercial sponsor under an
exi sting IND or by a physician-investigator under a new | ND.
This is distinct from nore expanded access protocols that allow
access to large nunbers of patients, including Treatnment | NDs,
that allow wi de use prior to marketing late in devel opnent for a
drug that has denonstrated prom sing results in an area w thout
satisfactory avail abl e t herapi es.

The primary objectives of this nmeeting are to:

solicit advice from ODAC on the eval uati on of requests for
single patient treatnment with investigational cancer drugs;

educate the public, physicians, and ODAC on the issues
surroundi ng access to investigational cancer drugs for single
patient treatnent use.

The FDA wi |l ask experts in bionmedical ethics, representatives
fromthe pharmaceutical industry, and patient advocates to
provi de their perspective on the issues involved in single
patient treatnment with investigational therapy.

1. Investigational Use versus Treatnent Use of an
| nvesti gational Drug

FDA' s responsibilities for oversight for the use of

i nvestigational drugs are described in part 312 of the Code of
Federal Regul ations (21 CFR part 312—nvestigati onal New Drug
Application (IND)). Mst clinical trials conducted under an |IND

I'n this docunent cancer drugs refers to drug or biologic products for
treating cancer.



are designed to eval uate sone aspect of the safety or
effectiveness of the drug (See Appendi x (i) for an overvi ew of

t he cancer drug devel opnent process). The FDA strongly endorses
participation in clinical trials because it is in the best
interest of the patient and the American public to determ ne
whether a drug is safe and effective for the proposed use. There
are situations, however, in which it is appropriate to nake an

i nvestigational drug avail abl e under an I ND where the primary
purpose is to treat a disease or condition rather than evaluate
the drug’s safety and effectiveness. Generally, the unusual
step of authorizing use of an investigational drug for what is
primarily a treatnment purpose is warranted only for patients
with serious diseases or conditions who are w thout satisfactory
t herapeutic alternatives.

Particularly when a drug is being devel oped to treat a serious
or life-threatening condition, FDA w || receive requests for

i ndi vi dual patient treatnent use throughout the devel opnent
program Thus, the anount of information about safety and

ef fectiveness that the agency has available at the tine of a
treatment use request can vary considerably but is often very
limted. Therefore, safeguards are needed to protect patients
and to ensure that treatnent use does not interfere with

devel opnent of critical safety and effectiveness infornmation.

I1'l. Single patient treatnment use of an investigational drug

Treat nent use of experinental drugs can generally be grouped
into two broad categories according to the nunber of people
treated: expanded access and single patient treatnent.

Regardl ess of the category of treatnment use, all applications
for investigational treatnent require an investigator, inforned
consent, a sponsor who accepts responsibility for the study and
comuni cates with the FDA, a drug supplier (who may al so be the
sponsor), and oversight by an Institutional Review Board.

A Expanded access protocols

Expanded access protocols outline a treatnent reginmen that wl|
be used for a predefined patient group. Since the early 1970s,
FDA has facilitated access to drug under investigation for
serious and |ife-threatening di seases, including cardiovascul ar,
antiviral, and oncol ogy drugs to thousands of patients. Two
specific types of expanded access prograns are Treatnent | NDs
and G oup C



In 1987, the agency pronul gated regul ations formalizing the
Treatment | ND mechani smthat permts w despread access to an
investigational drug if there is no conparable or satisfactory
alternative, if the sponsor is pursuing marketing approval wth
due diligence, if the drug is nearing the end of its

devel opnent, and if the data support the conclusion that the
drug may be effective for the intended use in the intended
popul ati on.

In the field of oncol ogy, through an agreenent with FDA, NCl has

provi ded provi ded expanded access to approxi mately 20
i nvestigation agents through a nmechanismcalled Goup C

B. Single patient treatnent use of investigational cancer
drugs

Single patient use is a treatnment use of experinental drugs for
an individual patient rather than a group of patients and this
can occur in one of several ways. FDA can grant a single patient
exception to receive drug under an existing |IND when a patient
is ineligible for the specified protocol. Under a single patient
exception, the existing commercial |IND sponsor provides drug and
is responsible for reporting to the FDA

| f the comercial sponsor is unwilling to assune responsibility
for a special exception, an investigator may performthe rol e of
sponsor for a single patient treatnent use. Under this nodel
the investigator nust obtain the drug froma wlling
manuf act urer and nmust apply directly to the FDA for an I ND

This application should include a conpleted 1571 form
(http://ww. fda. gov/ cder/cancer/singleind.htm an outline of the
patient’s history, a treatnent plan, and a comritnent to obtain
i nfornmed consent and | RB approval .

At tinmes, FDA has granted hundreds of such |INDs per year, for

i nstance 435 for aerosolized talc in 1996 and 515 for
Thalidom de in 1998. 1In general, however, we believe that a
singl e protocol covering such uses is preferable and it provides
a better opportunity to obtain data useful to the drug’s

devel opnent .

Wi | e eval uating requests for single patient use of
i nvestigational drugs, FDA often receives tel ephone calls from



investigators or patients. FDA staff in the Ofice of Special
Health Issues are available to hel p address patient questions.
However, because the information contained in the INDis
confidential, proprietary naterial, the FDAis limted in the
information that nay be conmunicated to the investigator or
public. It is also inportant to renenber that the process of
requesting single patient use of a drug cannot begin with the
FDA. The first step is for a qualified investigator to contact
a manufacturer or commercial sponsor that is willing to supply
the drug for this use.

V. Legal Authority

Prior to 1997, there were no express regulatory criteria for
assessi ng whet her an individual patient should have access to an
i nvestigational drug for treatnent use. The regul ations
described only procedures for obtaining an energency IND for a
single patient (21 CFR 312.36 permits authorization by tel ephone
before the agency has received the IND subm ssion) if the
situation does not allow tinme for subm ssion of an IND in
accordance with 21 CFR 312.23 or 24.

The Food and Drug Admi nistration Modernization Act (FDAMA) of
1997 sought to address the concern that because there were no
guiding criteria there could be inconsistent or arbitrary

i npl ementation of individual treatnment access. FDAMA identifies
specific criteria for determ ning whether an individual patient
shoul d have access to an investigational drug for treatnent use
that, for the nost part, fornalize the general criteria FDA had
been using to eval uate individual patient treatnent use
requests. FDAMA makes clear that any individual patient, acting
through a |icensed physician, is enpowered to seek to obtain an
i nvestigational drug for treatnent use. The expanded access
provi sions in FDAMA (Section 561) specify that an individua
patient may obtain an investigational drug for treatnent use
when:

(1) The patient’s physician determ nes that the patient has no
conparabl e or satisfactory alternative therapy;

(2) FDA determines that there is sufficient evidence of safety
and effectiveness to support use of the investigational
drug;



(3) FDA determ nes that provision of the investigational drug
will not interfere wwth the initiation, conduct, or
conpletion of clinical investigations to support marketing
approval ; and

(4) The sponsor or clinical investigator submts information
sufficient to satisfy the IND requirenents.

Sponsors and investigators nust also conply with reporting IND
requirements (e.g., safety reports), obtain the infornmed consent
of the patient, and obtain | RB approval .

The stated criteria are necessarily general, and subject to sone
interpretation. In applying these criteria to individual

patient treatnent use in the oncol ogy setting, the follow ng
guestions conmonly ari se:

How nuch evi dence of anti-tunmor activity or efficacy is
required to support single patient use of an

i nvestigational drug? Does this depend upon the degree
of observed or expected toxicity?

How strongly should the effectiveness of standard therapy
be wei ghed in deciding whether single patient use of an

i nvestigational drug is appropriate? Wat if standard
therapy is noderately effective (giving an advantage in
nmedi an survival) or very effective (with cure in sone
patients)?

O her issues, not unique to oncology, arise as single patient
use increases for a particular investigational drug. These
i ssues i ncl ude:

whet her an expanded access protocol should be devel oped,

whet her treatnent use is adversely affecting the
devel opnent of the drug, and

whet her | ack of evidence of efficacy in ongoing studies
should I ead to discontinuation of treatnent use of the
dr ug.



V. FDA' s Anal ysis of Safety and Possi bl e Benefit

In patients for whomno curative therapy exists, the usual
practice in oncology is to approve requests for single patient
treatnent use that are reasonably safe with little regard for
the evidence for potential benefit. The safety question can be
framed as whether the drug woul d present an unreasonabl e ri sk
conpared to non-treatnent in the clinical situation for which
use is contenplated. The evidence for potential benefit may be
only theoretical.

In patients for whomthere is proven curative therapy, the
safety anal ysis nmust consider the alternative therapy. Patients
can be indirectly harmed by an experinental therapy that does
not by itself cause injury if the experinental drug is used in
lieu of a proven curative therapy. For exanple, if an unproven
therapy is used instead of a proven curative therapy, and the
unproven therapy turns out not to work, a patient could be
irretrievably harnmed if there di sease had advanced to a point
where the proven curative therapy could no | onger help.

There have been two well publicized cases where FDA refused to
all ow patients access to an unproven cancer therapy prior to
receiving the standard of care that was likely to cure the

di sease. There were, in addition, no clinical data to suggest a
benefit fromthe investigational product requested. The
standard of care for these two di seases was consi dered “ CURATI VE
THERAPY,” a rare opportunity in cancer treatnent.

As long as a curative treatnent for a disease is available, and
particularly where there is evidence that the unproven therapy
is likely to be no nore effective than a placebo, FDA believes
strongly that use the unproven agent woul d be unethical, is
unsafe and can not be permtted.

VI. |Issues and exanpl es
The following is a list of issues and exanples (grouped by

category) often encountered by the FDA when revi ew ng requests
for treatnment use of investigational cancer drugs.



Deci si on maki ng

Local or individual autonony: patients, physicians and | RBs
may feel that the decision about patient treatnent should be
theirs alone. Further, may not understand that our statue and
regul ations do not permt FDA to permt use of an

i nvestigational agent if we believe that the potential risks
outwei gh the potential benefits.

Access to information: a patient may wi sh to forego or del ay
effective or even curative therapy to receive treatnent use of
a investigational drug. Statenents in the news nedia and on
websites may present overoptim stic accounts of efficacy that
the FDA knows not to be supported by existing data or to be

ot herwi se m sl eadi ng.

When to stop when the therapy is unlikely to help: A patient
with netastatic cancer has failed all standard therapy and has
very poor performance status, and the physician w shes to
treat the patient with experinental therapy. Even proven

t herapy sel dom has any benefit in such circunstances. Should
FDA accede to the wi shes of the physician?

The fate of drug devel oprment

Unbridled treatnment use of investigational drugs may interfere
with enrollnment in clinical trials to evaluate the safety and
ef fecti veness of new drugs. Sponsors and FDA may be concer ned
that patients may refuse to enroll in a random zed tri al

desi gned to conpare standard treatnent to experinenta
treatnment if the experinmental treatnent is avail abl e outside
of trials.

Sponsors may not have sufficient drug supply to support
wi despread treat nment use.

Meani ngful data collection is difficult in the context of
single patient use of investigational therapy.

Sponsors may worry that adverse events fromtreatnent use
reported in patients who have a poor performance will have an
adverse inpact on drug devel opnent.



Draft Questions for ODAC
Single Patient Treatnent Use of Investigational Drugs

As discussed in the briefing docunment, the FDA strongly endorses
participation in clinical trials because it is in the best
interest of the patient and the American public. Individual
patients benefit by receiving the best available treatnent and
the American public benefits by sound devel opnent of new

t herapi es. However, sonetines patients are ineligible for
clinical trials or are unable or unwilling to participate.

The FDA is seeking advice fromthe conmttee to help FDAin its
role of assessing the risk to benefit ratio of treatnent use
wi th an experinental drug in an individual patient.

When determ ning the apparent risk to benefit ratio, the

foll owm ng are inportant considerations:

. How t horoughly has the drug been studied i n humans??
What do the prelimnary results fromthese studi es suggest
about the safety and efficacy (or activity) of the drug?
VWhat are the other therapeutic options available to the
patient?

At any stage of devel opnent, evidence fromongoing trials may
suggest that the drug is effective or ineffective, or that it is
t oxi ¢ or non-toxic.

The appropriateness of treatnent use of experinental therapy

al so depends upon the patient’s nedical history, especially

whet her the patient has already received standard therapy. The
foll owi ng are scenarios that FDA may encounter. They are |listed

2 For the pur pose of our discussion, the degree to which a drug has been

studi ed may be categorized as foll ows:
0: The drug has not yet been tested in humans.
1: The drug has been tested in Phase 1 studies to evaluate toxicity.

2: The drug has been tested in Phase 2 studies to evaluate whether it can
reduce tunor size in some patients.

3: The drug has been tested in Phase 3 studies and we have some know edge
about whether it affects survival or other endpoints indicating clinica
benefit.



according to the benefit available fromstandard therapy in the
particular clinical situation.

Questions

The followng are draft questions. The final questions may
change as we explore other question formats to gui de di scussion
of these multi-dinensional issues.

1. For each of the follow ng clinical scenarios describing
standard therapy, please discuss the foll ow ng question:

FDA receives a request froman investigator to use Drug X
under a single patient IND. The commercial sponsor

(manuf acturer) of drug X has granted permission for the

i nvestigator to use the drug and al so has provided witten
perm ssion for FDA to refer to the commercial IND. The
patient’s nedical history is outlined in each of the
scenari os bel ow.

The investigator states that the patient is aware of the
benefits of standard therapy but wants to receive

i nvestigational treatnent with Drug X i nstead. The pati ent
is ineligible or unable to participate in a clinical tria
usi ng Drug X

When woul d single patient treatnent with Drug X be
appropri at e?

I n your discussion consider:
The drug’ s stage of devel opnent (0-3 above), and
The | evel of efficacy and toxicity of Drug X that would
be acceptable in the follow ng standard therapy cases.

10



St andard Therapy Cases

A There is no standard therapy avail abl e.
EXAMPLE:
A patient with netastatic nonsmall cell |ung cancer has
received all avail abl e therapy.

B. Avai | abl e treatnent shows a nargi nal survival benefit.
EXAMPLE:
A patient has netastatic nonsnmall cell |ung cancer. Standard

chenot her apy produces a 1-2 nonth nedi an survival benefit and
produces noderate toxicity.

C. St andard t herapy provides a substantial prolongation
of medi an survival .

EXAMPLE:

A patient has advanced ovarian cancer. Standard chenot her apy
produces a 1 to 2 year nedian survival benefit but is
general ly not curative.

D. Standard t herapy provides a substantial rate of cure.

EXAMPLE:

A 40 year old patient with acute | eukem a does not want to
recei ve chenotherapy that is associated with a 40-50%rate of
cure wth substantial acute toxicity but that produces few

| asting toxic effects.

E. Avai |l abl e therapy provides cure in nost patients, but
treatment invol ves permanent norbidity.

EXAMPLE:

A 60 year old man has recurrent superficial bladder cancer
that has recurred despite treatnment with all avail able

i ntravesi cal chenot herapy agents. Recently, a nuscle-invadi ng
bl adder tunor (Stage T2) was renoved during cystoscopy.
Cystectony (surgical renoval of the bladder) is standard
therapy and is associated with a high cure rate. The patient
does not want to undergo cystectony despite counseling about
various surgical techniques that can be used to provide a
substitute for the urinary bladder after it is renoved. He
al so refuses radiation therapy.

11



2. As noted above, FDA strongly endorses participation in
clinical trials. Patients should first consider entering a
clinical trial before pursuing treatnent under a single
patient IND. |If a patient is eligible and able to receive
drug X as part of a clinical trial but is unwilling to do
so, should that patient be allowed to receive drug X under
a single patient |ND?

3. | f FDA has sufficient evidence to conclude that a drug is
ineffective for treatnment of a particular cancer, discuss
under what circunstances, if any, single patient treatnment
use shoul d be permtted.

Gant WIllians, M Ri chard Pazdur, ND
Medi cal Team Leader Di vision Director

Di vi sion of Oncol ogy Drug Products
CDER/ ODEI / FDA

Y'n this document cancer drugs refers to drug or biologic products for
treating cancer.

A mar keti ng application for a drug is a New Drug Application (NDA) and for a
Bi ol ogi ¢ product is a Biologics License Applications (BLA).



Appendi x 1.
Overvi ew of Cancer Drug Devel opnent

The responsibilities of the FDA and of sponsors of
i nvestigational drug applications are outlined in the Code of
Federal Regul ations (CFR) 21 part 312.

Any use of an investigational drug that is not marketed nust be
done under an IND. The CFR defines IND as Notice of d ained

| nvesti gati onal Exenption for a New Drug. The |IND provides

perm ssion to use an investigational drug according to a plan (a
protocol) filed with the FDA

The sponsor of an IND initiates and assunes responsibility for

the clinical investigation. The sponsor nay be a
pharmaceuti cal conpany, but individuals or acaden c
institutions may al so serve as | ND sponsors.

The investigator is the individual that actually perforns the

trial. The regulations stipulate that a sponsor shall “sel ect
only investigators qualified by training and experience as
appropriate experts to investigate the drug.” 1In nost cases

we expect the investigator to be a |icensed physician and have
training and experience in treating cancer.

Singl e patient use of investigational cancer drugs outside of a
clinical trial may be requested at any tine during drug

devel opment. The stage of drug devel opnent, which is related to
t he amount of knowl edge we have about a drug’ s effectiveness or
safety, is an inportant consideration when eval uating such a
request for single patient use of an investigational drug. The
following is a brief overview of the traditional drug-

devel opnment process for cancer drugs.

The formal role of the FDA begins with receiving the I ND

subm ssion. Prior to submtting the IND, the sponsor analyzes
the drug’s main physical and chem cal properties and studies its
phar amacol ogi ¢ and toxic effects in pre-clinical studies.
Sponsors are encouraged to meet wwth FDA at pre-1ND neetings.
These neeting assure that the FDA and sponsor agree upon the
proper preclinical tests prior to subm ssion of the |IND.

The sponsor subsequently files an IND. Anong other things, this
application describes the drug’s identity, the manufacturing
process, and the toxic effects of the drug in preclinical



studies. The clinical protocol, a carefully witten clinica
pl an that describes how the drug will be studied in humans, nust
also be submtted with the IND. In the IND subm ssion, the
sponsor nust provide data frompreclinical tests supporting a
safe starting dose and adm ni stration schedul e.

After the INDis submtted, a team of FDA reviewers has 30 days
to determ ne whether the IND can proceed. The FDA review team
i ncl udes PhD chem sts who evaluate the drug’s chem stry and
manuf act uri ng, PhD toxicol ogi sts who eval uate the drug s toxic
effects in animals, and oncol ogi sts who eval uate the clinical
protocol. The research proposal nust be approved by an
Institutional Review Board. Finally, patients nmust be inforned
of the risks and potential benefits of the study.

The I ND process, i.e., the tinme it takes to fully test the
drug’s safety and effectiveness, generally |asts several years
whi |l e the sponsor conducts trials in different diseases. The
earliest clinical study is a Phase 1 study. In oncology, these
are usually small trials to evaluate toxicity at a range of
doses. Subsequently, the sponsor may perform Phase 2 studies,
prelimnary investigations of drug activity at a sel ected dose.
Traditionally, in oncology, Phase 2 studies are single-arm
trials to see whether the drug can cause tunor size reduction,
but, especially if tunor shrinkage is not anticipated, studies
may be concurrently controlled trials. For diseases where the
drug shows evi dence of antitunor activity, the sponsor then
designs | arger random zed trials (Phase 3 trials) that usually
conpare the drug’' s effect to a standard therapy, if it exists.
The objective of these studies is to denonstrate whether the
drug produces clinical benefit, such as inprovenent in survival
or inprovenent in disease-related synptons.

Finally, if studies suggest that a drug is efficacious, these
studies and the data that support themare submtted to the FDA
in a marketing application®. Depending upon the priority of the
application, FDA has 6 or 10 nonths to review and act on the

mar ket i ng application.

Mar keti ng applications are | arge applications that contain al
the information | earned about the drug during |IND
i nvestigations. The application includes chem stry and

°A marketing application for a drug is a New Drug Application (NDA) and for a
Bi ol ogi ¢ product is a Biologics License Applications (BLA).



manuf acturing data, aninmal data, and human clinical trials data.

A | arger team of FDA reviewers evaluates a sanple of these
applications. In addition, a field team eval uates the

i nvestigational sites where the clinical data were generated to
assure the validity of the submtted data. The results of the
FDA review of the data submtted in the marketing application
are often presented to an advisory conmttee. Based upon the
results of FDA review of the data and on advice fromthe

advi sory conmttee, FDA renders a decision: an Approval Letter,
an Approvable Letter, or a Non-Approval letter. |If the drug is

approved, the sponsor may distribute and market the drug for the

approved i ndicati on.
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The National Cancer Institute’'s Treatnent Referral Center
and Non- Research (Conpassionate) Use of Investigational Anticancer Agents
M chael Montello, Jay G eenblatt, A Fallavollita, Dale Shoemaker*

The Division of Cancer Treatnment and Diagnosis (DCTD), National Cancer
Institute (NCI) sponsors nore than 1,300 active clinical protocols through
t he Cooperative G oups, Cinical and Conprehensive Cancer Centers and Phase
I/11 cooperative agreenent hol ders. Approximately 20,000 cancer patients are
treated on these protocols annually. The DCTD also allows early access to
i nvestigational anticancer agents for patients who are unable to participate

inclinical trials.

The DCTD provides early access to investigational anticancer agents through
several different nechani sns including; Special Exception, Goup C and
Treatment Referral Center Protocols. The early access programis sonetines
descri bed as non-research (or conpassi onate) use of investigational agents.
The ultimate purpose of the non-research (conpassionate) programis to nake
i nvestigational anticancer agents, that have significant activity against
speci fic malignancies, avail able to individual cancer patients and their

physi ci ans.

When requesting an agent for non-research use physicians nmust consider the
foll owi ng questi ons:
Is the patient ineligible or unable to participate in a research
protocol ? Patients should be ineligible or unable to participate on
a clinical trial for non-safety reasons.

Have standard therapi es been exhausted?



Is there objective evidence that the investigational agent is active
in the disease for which the request is being nade? Published phase
Il data is usually required as objective evidence of activity.

Is the drug likely to benefit the patient with acceptable risk?

A request for non-research use nay be considered if the answer to all the
above questions is affirmative. Each non-research (conpassionate) mechani sm
differs in purpose and in the reporting and procedural responsibilities of

the investigator.

Speci al Excepti on:

The Special Exception nechanismis the functional equivalent of a emergency

I nvestigational New Drug Applications (IND) but differs fromit in that any
regi stered investigator may obtain an agent directly fromthe DCTD, instead
of having to obtain an IND fromthe FDA. A Special Exception request nay be
considered for any investigational agent for which DCTD sponsors an |IND. The
DCTD currently sponsors over 200 INDs with the FDA for approxi mately 150

di fferent investigational anticancer agents. Approval depends on neeting the
standard criteria for non-research rel ease of investigational agents (see
above) and agent availability. Each Special Exception request is reviewed

and approved on a patient by patient basis.

G oup C/ Treatnent | ND:

I nvestigational agents for which the DCTD has requested G oup C/ Treatnent |ND
designation fromthe FDA have reproducible efficacy in one or nore specific
tumor types. Such an agent is likely to alter the pattern of treatnment of

the di sease and can be safely adm nistered by properly trained physicians

\



wi t hout specialized supportive care facilities. Typically DCTD will only
seek Group C classification for those agents whose activity is well enough
established that a New Drug Application (NDA) or Biologic License Application
(BLA) approval is likely in the relatively near future. |If an agent neets
these criteria DCTD nay initiate a formal application to the FDA to authorize
Group C distribution for a specific indication. Such approval is not

equi valent to formal FDA approval of effectiveness for this indication. Any
regi stered investigator may receive a Goup C agent. The NCI has sponsored
over twenty Group C protocols since 1976 (Table #1). The only active Goup C

protocol is 5-azacitidine in Refractory Acute Myel ogenous Leukeni a

Treatnment Referral Center (TRC) Protocols:

The DCTD nmay nmke investigational treatnents available via a TRC protocol for
certain high prom sing agents or high priority diseases. TRC protocols can

al so be used as a mechanismto ensure equitable distribution of agents with
limted availability. TRC protocols are initially offered to the NCI -
designated dinical and Conprehensive Cancer Centers. All patients enrolled
on a TRC protocol nust receive their investigational therapy at an NCl -

desi gnated Cancer Center. The NCI has conpleted three TRC protocols
utilizing paclitaxel in the treatment of refractory ovarian cancer (TRC 9103)

and refractory breast cancer (TRC-9202 and TRC-9301).

Treatnent Referral Center:

All requests for early access to DCTD sponsored investigationa
chenot herapeuti c agents are conducted through the NCI's Treatnent Referra
Center. The Treatnent Referral Center is nmanaged by the Pharnmaceutica

Management Branch (PMB), Cancer Therapy Eval uati on Program (CTEP), DCTD, NCI
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The Treatment Referral Center (TRC) is a neans for the NCI to provide

i nformati on to conmunity oncol ogi sts and ot her health care professionals
about therapeutic options for cancer patients. The TRC uses severa
resources, such as the Physicians Data Query (PDQ and CTEP-Infornation
System (CTEP-1S), to maintain a referral |list of the nbst current active
research protocols. First priority is given to referring patients to
Cooperative Group or Cancer Center trials. |If a patient is unable to
participate on a clinical trial, then a non-research nechani sm ni ght be
consi der ed. Heal th care professionals may contact the Treatnent Referra
Center regarding potential therapeutic options, either clinical trials or

non-research prograns, by tel ephone (301) 496-5725, fax (301) 402-4870.

Procedures for Obtaining Investigational Anticancer Agents for Non-Research

Use:

The NCI has attenpted to sinplify the process for obtaining and nanagi ng

i nvestigational anticancer agents for each non-research program descri bed
above. Extraneous paperwork has been elim nated and when possi bl e

st andardi zed reporting nmethods are used. PMB pharnmaci sts can assi st

i nvestigators in addressing the nedical, regulatory and administrative

requi rements associated with non-research protocols. All investigationa
agents are provided by DCTD at no cost to the physician or patient (shipping

costs are borne by the receiver).

VWile Goup C and TRC protocol s have established criteria to determ ne
patient eligibility, each Special Exception request is based on its own
merit. The following information is required for the NCI to properly

eval uate each Special Exception request: patient identifier (initials or ID
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#), age, sex, diagnosis, previous cancer therapy, current clinical status,
i nt ended dose and schedul e of the requested agent (based on the current

literature), potential concom tant therapy, and pertinent |aboratory data.

Every attenpt is nade to provide investigators with a response as quickly as
possible. Typically investigators are notified of a decision within the sane
day and if approved, investigators can often obtain an investigational agent
via a non-research programwthin 3 to 5 days. 1In the event of a nedica
enmergency investigational agents may be shipped for next day, or even sane
day, delivery. All established NCI policies regarding drug accountability
and storage of the agent nust be adhered to. A separate drug accountability

record should be maintained for each conpassi onate protocol

I nvestigators are provided with treatnment guidelines for Goup C and
Treatment Referral Center protocols. Cccasionally treatnent guidelines are
al so provided for Special Exception protocols. Investigators are required to
conpl ete a Special Exception protocol document if treatnent guidelines are
not avail able. The Special Exception protocol document includes a brief
patient history, a description of the treatnment plan, dose nodifications, and
noni toring paraneters. Patient treatnment should be based on published
reports. The conpleted Special Exception protocol docunent should be signed
and returned to the PMB within 10 worki ng days. A copy of the Specia

exception protocol is submitted to the appropriate |IND

FDA and NCI policy requires all investigators who participate in a DCTD
sponsored trial, including non-research studies, to have a FDA form 1572

(Statenment of Investigator) and a current curriculumvitae on file with the



Phar maceuti cal Managenent Branch, CTEP. |Investigators are asked to provide
their office, shipping and Institutional Review Board (IRB) addresses on the
FDA 1572. CTEP has attenpted to expedite and sinplify the investigator

regi stration process as much as possi ble. When necessary activation of new

i nvestigators can be acconplished within 24 to 48 hours.

The FDA and NCI require that |IRB approval and infornmed consent be obtained
prior to treating a patient with an investigational agent. The NCl provides
nodel i nfornmed consent fornms for Group C, TRC and sonme Special Exception
protocols. The IRB requirenments differ slightly for each conpassionate
mechanism | RB approval is required prior to activation of a Treatnent
Referral Center protocol at a participating institution. A waiver of the
requi renent for | RB approval may be obtained fromthe FDA for Goup C
protocols. G oup C protocols have been reviewed and approved by the NCI's
IRB. Although local IRB's are not required to review G oup C protocol s they
retain the right to do so. Investigators are encouraged to contact their
local IRB to determine the institutional policy regarding IRB review of G oup

C protocols.

| RB approval is also required for Special Exception protocols. The NCI makes
no distinction as to how or in what form | RB approval is obtained (e.g. ful
IRB, IRB chair, etc.). The local IRB may set whatever policy it determ nes
is appropriate for approval of Special Exception protocols. NCI policy
however, requires that witten docunmentation of |IRB approval and a signed

i nformed consent nust be retained in the patient’s medical record for future

ref erence.



The NCI requires a final report for all patients treated on non-research
protocols. The information required for a final report is usually mnimal.
St andar di zed data col l ection forns have been devel oped for G oup C and TRC
protocol s and several Special Exception agents. The Report of the |ndependent
I nvestigator is a “generic” data collection formused for npost Specia

Excepti on protocols.

The principal purpose of the DCTD s non-research programis to increase
patient access to pronising investigational anticancer agents rather than to
obtain clinical data. The NCI has, however, published the results of severa
Group C and TRC protocols (references). Since the eligibility criteria for
Group C and TRC protocols are often nmuch less stringent than a clinical trial
the results are often described as being nore representative of typica
practice settings. Each Special Exception has been reviewed on its own nerit
and is considered a separate protocol. Therefore publication of Specia
Exception data should be |linmted to case reports and anecdotal data. It
shoul d be clearly stated that patients were treated on separate Specia
Exception protocols when the data froma group of Special Exception patients

are presented.

I nvestigators are required to subnit Adverse Event Reports (AER) reports to
CTEP for all agents obtained via a non-research nmechanism |Investigators
shoul d use the phase Il and Il ADR reporting guidelines. The NCI Comon

Toxicity Criteria table should be used for AER reports.

The scope and purpose of the non-research programis to allow early access to

prom sing investigational agents. |In addition, Iinmted efficacy and safety

Xi



data can be obtained through the non-research prograns. The NCI has designed

policy and procedures to expedite the review, registration, approval and

di stribution of non-research protocols and agents. The CTEP honme page

(http://ctep.info.nih.gov) contains current information, policies and

procedures related to DCTD non-research activities and other prograns.
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7. Table#l

Cancer Therapies Provided Through the

Group C Treatment Protocol Mechanism

Treatment IND Approval _ Group C Approval NDA Approval
Carmustine Jun-63 Apr-76 May-77
Lomustine Feb-68 Apr-76 Oct-76
5-Azacytidine Jan-71 Aug-76 Active Group C
Daunorubicin Dec-65 Aug-76 May-80
Semustine Jan-71 Aug-76 IND withdrawn
Streptozotocin Mar-67 Aug-76 Jun-82
Asparaginase (E.coli) Jan-68 Oct-76 Apr-78
Cigplatin Jul-71 Jul-77 Dec-78
Hexamethylamine Jun-63 Jul-77 Feb-91
Aspariginase (Erwinia) Mar-71 Feb-78 IND withdrawn
Etoposide Sep-72 May-78 Oct-83
Tetrahydrocannabinol Sep-78 Oct-80 May-86
Amsacrine Aug-77 Dec-81 IND Withdrawn
Interleukin-2/LAK cells Feb-84 May-87 May-92
Ifosfamide/M esna Jan-87 Dec-87 Dec-88
Deoxycoformycin Jun-79 Jul-88 Feb-92
Teniposide Sep-72 Oct-88 Oct-92
Levamisole Feb-77 May-89 Jun-90
Fludarabine Nov-82 Oct-89 Dec-91
2-Chlorodeoxyadenosine Dec-91 Mar-92 Mar-93

Paclitaxel Apr-84 Jul-92 Dec-92
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Appendi x iii Excerpt from | ND Regul ati ons

TITLE 21—€FR Part 312

Sec. 312.22 General principles of the IND subm ssion.

(a) FDA's primary objectives in reviewing an IND are, in all phases
of the investigation, to assure the safety and rights of subjects, and,
in Phase 2 and 3, to help assure that the quality of the scientific
eval uation of drugs is adequate to permt an evaluation of the drug's
effectiveness and safety. Therefore, although FDA's revi ew of Phase 1

subm ssions will focus on assessing the safety of Phase 1

i nvestigations, FDA' s review of Phases 2 and 3 submissions will also
i nclude an assessnent of the scientific quality of the clinica

i nvestigations and the likelihood that the investigations will yield

data capabl e of neeting statutory standards for marketing approval.

(b) The anpunt of information on a particular drug that nust be
submitted in an IND to assure the acconplishnment of the objectives
described in paragraph (a) of this section depends upon such factors as
the novelty of the drug, the extent to which it has been studied
previ ously, the known or suspected risks, and the devel opnental phase of
t he drug.

(c) The central focus of the initial |ND submi ssion should be on the
general investigational plan and the protocols for specific human
studi es. Subsequent anmendnents to the IND that contain new or revised
protocols should build logically on previous subnissions and shoul d be
supported by additional information, including the results of animal
t oxi col ogy studi es or other human studi es as appropriate. Annual reports to
the IND should serve as the focus for reporting the status of studies being
conducted under the IND and shoul d update the genera
i nvestigational plan for the com ng year

(d) The IND format set forth in Sec. 312.23 should be foll owed
routinely by sponsors in the interest of fostering an efficient review
of applications. Sponsors are expected to exercise considerable
di scretion, however, regarding the content of information subnmtted in
each section, dependi ng upon the kind of drug being studied and the
nature of the available information. Section 312.23 outlines the
i nformati on needed for a commercially sponsored IND for a new nol ecul ar
entity. A sponsor-investigator who uses, as a research tool, an
i nvestigational new drug that is already subject to a manufacturer's |IND or
mar ket i ng application should follow the sane general format, but
ordinarily may, if authorized by the manufacturer, refer to the
manufacturer's I ND or marketing application in providing the technica
i nformati on supporting the proposed clinical investigation. A sponsor-
i nvesti gator who uses an investigational drug not subject to a
manufacturer's IND or marketing application is ordinarily required to
submt all technical information supporting the IND, unless such
informati on may be referenced fromthe scientific literature.
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